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. Peak maxima (in Å) observed in histograms of donor-acceptor distances between C4 of the steroid and the carboxylate oxygen of the general base in MD simulations ( Figure S1 ). 4 Figure S2 . Histograms of distances between C6 of the steroid and the carboxylate oxygen of the general base observed in MD simulations. (A) WT (black) and D38E (red).
(B) WT (black), D38E (red), A114G (pink), and D38E/A114G (orange). (C) WT (black),
D38E (red), P39G (blue), and D38E/P39G (green). (D) WT (black), D38E (red),
P39G/V40G/S42G (cyan), and D38E/P39G/V40G/S42G (purple).
5 Table S2 . Peak maxima (in Å) observed in histograms of donor-acceptor distances between C6 of the steroid and the carboxylate oxygen of the general base in MD simulations ( Figure S2 ). Val (40)Gly, Gly41, and Ser42(Gly) obtained from MD trajectories by calculating the probability distribution function averaged over all data sets. The x-axis corresponds to the angle φ, and the y-axis corresponds to the angle ψ, both expressed in units of degrees.
Each row corresponds to the specified mutant, and each column corresponds to the specified residue in the catalytic base loop. Table 7 .
16 Figure S10 . Atomic isodensity surfaces of the protonated catalytic base carboxylate group from independent trajectories and both active sites from the MD simulations.
Oxygen density is shown in red and hydrogen density is shown in white. In each case, the most probable 90% of bins are drawn in a transparent isosurface, and the most probable 50% of bins are drawn in an opaque isosurface. The MD average structures of the heavy atoms of the steroid intermediate (5-AND), the catalytic base (Asp38), and the active site residues Tyr14, Tyr55, and Asp99 are shown.
17 Figure S11 . Atomic isodensity surfaces of the protonated catalytic base carboxylate group from independent trajectories and both active sites from the MD simulations.
Oxygen density is shown in red and hydrogen density is shown in white. In each case, the most probable 90% of bins are drawn in a transparent isosurface, and the most probable 
